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Re: MOBIC® (meloxicam) 7.5 mg Tablets RIGINAL NEW DRUG APPLICATION
NDA 20-938 USER FEE #3755

Anention: Dr. Robert DeLap, Director
Division of Anti-Inflammatory, Analgesic, and Ophthalmic Drug Products (HF D-550)
Document Control Room N115§

Dear Dr. Delap:

Pursuant to Section 505(b) of the Federal Food, Drug and Cosmetic Act and CFR 314.50, Boehringer
Ingelheim Pharmaceuticals, Inc. (BIPI) is submitting archive and review copies of an original New Drug
Application (NDA) No. 20-938 for MOBIC® (meloxicam) Tablets 7.5 mg.

The proposed indication for meloxicam is for the relief of the signs and symptoms of osteoarthritis.

Meloxicam is a nonsteroidal anti-inflammatory drug (NSAID) of the enolic acid class. Information from
149 clinical trials is presented in this NDA to support the safety of MOBIC®. Of these 149 trials, 86 trials
have been integrated for presentation in the Integrated Summary of Safety (ISS). These 86 trials contain
datz from over 16,000 patients on meloxicam with painful rheumatic conditions including osteoarthritis
(OA), rheumatoid arthritis (RA), and ankylosing spondylitis (AS). Of these 86 trials, 7 well-controlled
European trials (107.042, 107.043, 107.044, 107.045, 107.063, 107.153, 107.154) provide confirmatory
evidence for the safery and efficacy of meloxicam tablets in the target osteoarthritis patient population. As
agreed to at 8 December 15, 1997 meeting with the Division, the 12-week US OA trial (107.181) serves as
the pivoual trial to secure NDA approval for this indication.

Meloxicam is currently approved in over 70 countries for the treatment of osteoarthritis, rheumatoid
arth-itis and ankylosing spondylitis in doses from 7.5 to 15 mg. Meloxicam is currently marketed outside
the U.S. as 7.5 and 15 mg tablets, 7.5 and 15 mg capsules, 7.5 and 15 mg ampules (for injection}and 7.5
and 15 mg suppositories.




BOEHRINGER INGELEEIM PHARMACEUTICALS, INC.

Re: Meloxicam Tablets .
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This NDA is comprised of 903 ongmal volumes, and follows the format and content regulations as
specified in 21 CFR 314.50, applicable FDA guidelines and those modifications discussed/communicated

with the Division on April 21, 1997 (pre-NDA meeting), September 4, 1997 (submission Serial No. 018)
and July 24, 1998 (submission Serial No. 079).

In accordance with Section 306(k)(1) of the Federal Food, Drug and Cosmetics Act, 21 USC 335a(k)(1),a *
debarment certification statement is included in the NDA following the FDA Form 356h.

-

This application contains electronic copies of the case report forms (CRF's) and case report tabulations
(CRTs). The content of the CRFs and CRTs were communicated to the Division on July 24, 1998
(submission Serial No. 079). No paper copies are provided. Also included in this application are the -
electronic carcinogenicity datasets. As an aid to the reviewer, we will submit under a separate cover
electronic files containing the text of the index, label, application summary, preclinical technical summary,
HPB/clinical technical summaries, clinical trial supplemental analyses, ISS/ISE with datasets and
progrems, and Trial 107.181 with datasets and programs. These will separately be submitted to the
Division within two weeks of the NDA submission. The format and content of the electronic submission -
are described in correspondences and telephone conversations dated May 22, 1998 (submission Serial No.
065) and June 30,1998 (telephone conversation with Mr. Ken Edmunds), respectively. -

One certified “wue™ copy of the Application Summary Section, Chemistry, Manufacturing & Controls
Sector. (including batch record data) and Samples, Methods Validation and Labeling Section is being
submined concurrently to the Stoneham, Massachusetts District Office, as required Lmdcr Secuon
314.50(k)(3).

Plezse note that BIPI has subnxifted.gmdcr separate cover, the required User Fee;
C ~YThe User Fee number assigned to this application is 3577.

BIPI will forward a request for priority review of this application, under separate cover.

We hope that you share our enthusiasm for a supportive, highly interactive working rela_tionship with the
Division duwring the forthcoming NDA review process. :

Sincerely,

Alan V. McEmber - = ~ ~ -
DRA Associate Director
Tel: (203) 7984366 .
F:.x: (203) 791-6262 . , APPEARS THIS WAY
: ON ORIGINAL -
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Boehringer ingelheim
Pharmaceuticals, Inc.

3 subsidiary of

Boehringer Ingelheim Corporation
900 Ridgebury Rd.

December 28, 1998 NDA O XA ENDMENT

FDA Center for Drug Evaluation and Researc ) )' ()

Central Document Room Thas A

12229 Wilkins Avenue

Rockville, MD 20852-1833 ke N\ J Q}\M e

Attention: Robert DeLap, M.D., Director

' Division of Anti-Inflammatory, Analgesic, and
Ophthalmic Drug Products (HFD-550)
CDER

Re: NDA # 20-938 MOBIC (meloxicam) 7.5 mg tablet
Electronic Items 11 and 12 (Replacement DLT Tape)

Dear Dr. DeLap:

Please refer to the original NDA submission which was sent on December 15, 1998. In the
original NDA, Sections 11 and 12 were included as an electronic component on DLT tape.'
Also referenced is the telephone contact between Lt. Commander D’ Annie Gunter of your
Division and me on December 23, 1998, regarding the DLT tape from the original NDA being
unreadable by the Central Document Room. .

We are now providing replacement DLT tapes containing Sections 11 and 12. We have
determined that additional software on the server was used to back-up the Sections 11 and 12 on
the DLT tape. In the replacement tapes included in this submission, the additional software has
been removed.

The CRTs and CRFs miet in electronic form per FDA Guidance for Industry - Archiving
Submissions in Electronic Format - NDAs (September 1997), Subsection 1.1: Index (NDA Table
of Contents), Subsection 1.11: Case Report Tabs (CRTs) and Subsection 1.12: Case Report
Forms (CRFs). -

" Section 11, Case Report Tabulations (CRTs) included CRTs for all patients in controlled studies. Section 12, Case
Report Forms (CRFs) included CRFs for all patients who died and patients who withdrew due to adverse events.

P.0. Box 368
Ridgefield, Connecuan 06877 é /S
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Boehringer Ingelheim Pharmaceuticals, Inc.

Re: Meloxicam Tablets PROTOCOL AMENDMENT
i New Investigators -
Page 2 |

We certify and agree to the following:

We have taken precautions to ensure the data files are free of computer viruses and.authorize
CDER to use anti-virus software as appropriate.

We understand that the data is an official part of the application and so may be retained
indefinitely by the agency as an archive of the application.

The material and data contained in this submission are confidential. The legal protection of such
confidential material is hereby claimed under applicable provisions of 18 U.S.C., Section 1905 or
21 U.S.C,, Section 331 (J).

If there are any questions concerning this application, please contact me.

Sincerely,

Alan V. McEmber
Associate Director
Drug Regulatory Affairs
Phone: (203) 7984366
Fax: (203) 791-6262
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/ DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
. Rockville MD 20857

NDA'20-938 : JAN 5199

Boehringer Ingelheim Pharmaceuticals, Inc.
Attention: Alan V. McEmber

Associate Director, Drug Regulatory Affairs
900 Ridgebury Rd.

P.O. Box 368

Ridgefield, CT 06877

Dear Mr. McEmber:

We have received your new drug application (NDA) submitted under section 505(b) of the
Federal Food, Drug, and Cosmetic Act for the following:

Name of Drug Product: Mobic (meloxicam) tablet
Therapeutic Classification: Standard (S)
Date of Applicétion: 12-15-98
Datc of Receipt: 12-16-98
Our Reference Number: 20-938

- Unless we notify you within 60 days of our receipt date that the application is not sufficiently
cormplete to permit a substantive review, this application will be filed under section 505(b) of the
Act on February 14, 1999 in accordance with 21 CFR 314.101(a). If the application is filed, the
primary user fee goal date will be October 16, 1999.

Please cite the NDA number listed above at the top of the first page of any communications
concerning this application.

\
APPEARS THIS WA
ON ORIGINAL



NDA 20-938
Page 2

If you have any questions, contact LCDR D'Annie Gunter, P.D., Regulatory Health PmJect

Manager, at (301) 827-2090.

cc:
Archival NDA 20-938
HFD-550/Div. Files
HFD-550/DAG
HFD-550/DDir/Hyde
HFD-550/TLChem/Patel
HFD-550/TLBiopharm/Bashaw
HFD-550/TLStat/Lin
HFD-550/TLPharmTox/Weir
DISTRICT OFFICE

Drafted by: dag/December 21, 1998

Initialed by:
final:

ACKNOWLEDGEMENT (AC)

Sincerely,

/8/

rd
Anthony M. Zeccola
Chief, Projeet Management Staff
Division of Anti-Inflammatory, Analgesic and
Ophthalmic Drug Products
Office of Drug Evaluation V
Center for Drug Evaluation and Research

- Y
PEARS THIS WA
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BOEHRINGER
INGELHELM

Boehringer Iingetheim
Pharmaceuticats, inc.
# subsidiary of
. Boehringer Ingetheim Corporation
J = 900 Ridgebury Ad.
- - ?.0. Box 368
Ridgefieid. Connecucut 048

January 27, 1999

L T. CMDR D’Annie Gunter

Project Manager

Food and Drug Administration

Center for Drug Evaluation and Research
9201 Corporate Blvd.

Rockville, MD 20850
Re: MOBIC® (meloxicam) 7.5 mg Tablets
NDA 20-938

DESK COPIES of Text Module and Data Module

Attention: Division of Anti-Inflammatory, Analgesic, and Ophthalmic Drug Products (HFD-550) .
Document Control Room N115 '

Dear LT. CMDR D’ Annie Gunter:

As per our agreement in a telephone contact on January 27, 1999, please find enclosed additional desk
copies of electronic information intended to support the review of the Mobic® NDA. Five copies of the
text module (on CD-ROM) are provided and one additional copy of the data module (set of two DEC
12pes) is provided. These are identical to what was submitted to you previously. Two attachments to this
:etter briefly describe the content of the modules.

Please distribute copies of the CD-ROM to: Dr. Johnson (Medical Officer), Dr. Yang (Pharmacology),
Dr. Lu (Statistics), and Dr. Bashaw (Pharmacokinetics). One extra copy of the CD-ROM is provided.

In addition, please forward the DEC tapes to Dr. Lu (Statistics).

lease do not hesitate to contact me immediately if you require additional copies this data or if you have
any questions. )

, Sincerely,

Alan V. McEmber ) -
DRA Associate Director :
T21: (203) 798-4366

Fix: (203)791-6262
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Boaehringer ingeineim
Pharmaceuticals, Inc,

2 subsddiary of

OR’C / m""’\l\')P'ﬁEP'T Boenringer Ingeineim Corporation
.- . 900 Riggedury Rd.

. : ’ P.O. Box 368

) Ridgetield. Connecticut 06877
February 4. 1999 6’2

Food and Drug Administration

Center for Drug Evaluation and Research . _ &
Document Control Room N1135 . :’.{ FEB 0 J, 1999
9201 Corporate Blvd. L

‘..‘fl i " -:,
Rockville, MD 20850 A
) ] : \ ) ..'.;" areae _‘Ej)év‘ o
Re: Mobic® (meloxicam) 7.5 mg Tablets AMENDMENT #1 .,;;“;'.,‘.‘,'
NDA 20-938

Atention: Dr. Robert DeLap, Director -

Division of Anti-Inflammatory, Analgesic, and Ophthalmic Drug Products )

(HFD-550) !

Dear Dr. Delap:

Reference is made 1o the teleconference of January 27, 1999 between your Division and our company and

in which we discussed the issues raised at the 45-day Meeting regarding NDA Sections 5
(prechineal) 6 (HBP) and 10 (Statistical). Further reference is made to the discussion between Lt.Cmdr
D. Gunter o1 your Division and myself on February 1, 1999, in which we reviewed the agreement of the
propesal to submit an amendment for Sections 5 and 6. Based on these discussions. the trial reports found
in Sections 5 and 6. have been reordered, the index has been improved in detail by the addition of the study
trial reports. and the legibility of the trial reports has been improved. Other minor modifications also have
been made.

Under the provisions of 21 CFR 314.60, Boehringer Ingelheim Pharmaceuticals, Inc., (BIPI), is now
submiting the archival and review copies of the Amendment to the unapproved NDA 20-938 (dated
December 15, 1998). Enclosed are the following volumes:

NDA Scetion Title Volume No. # of Volumes
Index'Form FDA 356H 2.1 1
Section 3 Nonclinical Pharmacology 2.5102.52 - 48
-- -~ <And Toxicology .

Section 6 Human Pharmacokinetics 2.53t02.99 47
' And Bioavailability '

Volumes 2.5 t0 2.52 (Section 5) and Volumes 2.53 to 2.99 (Section 6) supersede the original NDA
volumeés 1.3 to 1.52 (Section 5) and Volumes 1.53 to 1.99 (Section 6), respectively. Volumes 2.2, 2.3, and
>4 of this amendment are intentionally unassigned so that the Section 5 and 6 volume numbering in this



amendment will correlate to the numbering of the volumes in the original NDA. Due to the reordering of
the content of the reports in these volumes, these volumes may not directly match with the original NDA

volumes.

-

No new information is provided in this amendment. This amendment makes the following changes in both
sections, based upon the points raised by the Division in the January 27, 1999 teleconference:

Section 5

onclinical- Pharmacology and Toxicolo

Provided in Amendment #1:

-1
2.

(P3)

The study reports are physically organized together by category and by type.

The INDEX for Section 5.5.3 (individual trial reports) now contains a detailed list of study
report titles and report locations organized by category (pharmacology, toxicology, ADME),
and by type/subtype. This list is duplicated in the reference section that follows each
individual narrative summary of the nonclinical pharmacology, toxicology, and ADME
subsections.

The legibility of the technical reports was reviewed and efforts were made to improve either
the size and/or clarity of the contents of the illegible pages.

Pending Information to be submitted within the next 10 days:

b

[}

[y ]

An electronic text module of this Amendment will be provided on CD-ROM. This
information will supersede the Section 5 electronic text module desk copies submitted on
January 11, 1999 with the revised Section 5 technical summary.

A reformatted annotated package insert will be provided. The package insert referencing will
be updated to specify the new locations of the technical report.

A table will be provided which provides the-human dose equivalent from the
carcinogenicity/reproduction toxicology study results.

An electronic file will be provided as a reviewer’s aid to help locate trial reports and their
contents within the section. Report numbers and index categories are hyperlinked to provide
the location of the report.

Section 6 (Human Pharmacokinetics and Bioavailabilitv)

Provided in Amendment #1:

1.

-

(VS ]

The study reports are physically organized together by group and by type.
The section INDEX adds the detailed listing of the trial report titles in Section 6.7 (Individual
Study Reports). In this expanded listing, the trial reports are organized by group headings,
subheadings, and by trial number. Location of the reports is given. In Section 6.6
(references), the trial report titles are organized by report number for cross-referencing
purposes. Location of the reports is given.

Section 6.1 (tabular summary) includes the in vitro studies and the analytical validation report
information-perthe request of the Biopharmaceutics Reviewer. The analytical validation
reports are paired under the appropriate clinical report tabular entry.

The legibility of the technical reports reviewed and efforts made to improve either the size
and/or clarity of the pages found to be illegible.

SFDAC0S_Secs_6.d0c 2



Pending Information to be submitted to the NDA within the next 10 days:

1. An electronic text module of this Amendment wnll be provided on CD-ROM. This
information will supersede the Section 6 electronic text module desk copies submmed on
January 11, 1999 with the revised Section 6 technical summary.

2. A reformam:d annotated package insert will be provided. The package insert referencing will
be updated to specify the new locations of the technical report.

3. An electronic file will be provided as a reviewer’s aid to help locate trial reports and their
contents within the section. Trial numbers, report numbers, and index categories are
hyperlinked to the volume index.

An electronic dataset of the PK data was provided in a separate submission as a separate desk copy
on February 3, 1999 to the biopharmaceutics reviewer, Dr. Veneeta Tandon.

Reference is made to the discussions between Dr. Laura Lu (Office of Biostatistics) and BIPI on February
1, and 2. 1999 in which we reviewed the specific datasets subsets from the overall database which are
needed to assist in.the Division’s efficacy review. The efficacy, demographic and medical history datasets
(along with the appropriate descriptor files) will be supplied to her on CD-ROMs in the SAS PC (v.6.12)
format, as desk copies.

Please do not hesitate to contact me immediately if you have any questions.
Sincerely,

@M««.\:h«i_,\

Alan V. McEmber

Assoctiate Director. Drug Regulatory Affairs
Tel: (203) 798-4366

Fax: (203) 791-6262

9FDAQ204_SecS_6.doc ) 3
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Soehringer ingetheim
Pharmaceuticsls, Inc.
- 8 substdiacy of
" - Boehringer Ingeineim Corporation
900 Ridgebury Ra.
P.0. Box 368
Riggefeid, Connecticut 06877

)

February 17. 1999

Food and Drug Administration . ) ) -\
Document Control Room N115 \é
9201 Corporate Blvd. ‘
Rockville, MD 20850

V\ .
Dr. Robert Del.ap, Director \&‘ / / )
AN

Re:  MOBIC® (meloxicam) 7.5 mg Tablets RESPONSE TO FDA
NDA 20-938 REQUEST FOR INFORMATION
. Reformatted Annotated Package Insert

Attention: Division of Anti-Inflammatory, Analgesic, and Ophthalmic Drug Products (HFD-550)

Dear Dr. DeLap:

Reference is.made to the Amendment dated February 4, 1999 in which we provided revised versions of
Sections 3 (preclinical) and 6 (human pharmaco'\metncs and bioavailability) for MOBIC (meloxicam) 7.5-
mg tablets NDA 20-938. Further reference is made to the teleconference of January 27, 1999 between

)OUr Division and our company in which-you requested the annotated package insert be reformatted.

Per vour request. attached is the reformatted annotated package insert that supercedes the labeling that was
provided in the original NDA 20-938 dated December 15, 1998. The package insert references have been
updated to specify the new locations of references in the February 4" amendment containing Sections 5
and 6. Also artached is an electronic copy of the annotated package insert in Word 97 format.

Please do not hesitate to contact me immediately if you requxre additional copies this data or if you have
any questions.

Sincerely,

Lo e %«M,

Alan V. McEmber
DRA Associate Director
Tel: (203) 798-4366
Fax: (203) 791-6262

o/

Desk Copy: Dr.J. Yong
Dr. Vaneeta Tandon
LCDR. D’Annie Gunter (3 coples)
Dr. Kent Johnson



Boehringer Ingelheim Pharmaceuticals, Inc.

Re:  MOBIC® (meloxicam) 7.5 mg Tablets RESPONSE TO FDA
NDA 20-938 REQUEST FOR INFORMATION
Reformarted

Annotated Package Insert
Page 2

DISTRIBUTIONTCover letter only)
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Boehringer ingelheim
Pharmaceuticals, inc.
- a subsidiary of
February 18, 1999 Boehringer ingeiheim Corporation
- ) 900 Ridgebury Rd.
P.O. Box 368
Ridgefield, Connecticut 06877

Food and Drug Administration
Document Control Room N115
9201 Corporate Blvd. A \
Rockville MD 20850 . \\

Attention: Robert DeLap, M.D., Director
Division of Anti-Inflammatory, Analgesic, and
Ophthalmic Drug Products (HFD-550) CDER

Re:  Mobic® Tablets ' Response to FDA Request for Information
| NDA 20,938

Summary Study Information - Japanese Controlled -
OA Studies (107.129, 107.131)

Dear Dr. DeLap;, .

Per the conversation of February 2, 1999 between Dr. Kent Johnson of your Division ard BIPI, -
we are now providing copies of the following controlled Japanese clinical trials that Dr. Johnson
had expressed interest in reviewing within the context of the meloxicam OA NDA (NDA 20-
938) submission.

107.129  Late Phase II Clinucal Study of UH AC 62 (meloxicam) Capsules in the ;
Treatment of Osteoarthritis of the Knee Joint. (Japan)

107.131 Phase I Comparative Study of UH AC 62 (meloxicam) Capsule on [/
Osteoarthritis of the Knee.

(Japan)

These studies were not included in the integrated analysis of the efficacy of Mobic® in the
treatment of the signs and symptoms of OA per agreement during pre-NDA discussions. They
expand upon the - summary information provided in the initial NDA submission of December 15,

- 1998. - -

The nature of the endpoints analyzed, doses used and homogeneity of the patient population(s)

tested in the Japanese studies (107.129, 107.131) make it difficult to evaluate these studies in the
same manner as the European and US studies.

G:\DRAWMeloxicam\NDA Communications\Final lettar to Or Johnson japan only.doc ' Telephone: (203) 798-9988



Boehringer Ingelheim Pharmaceuticals, Inc.

Mobic* Tablets Response to FDA Request for Information ,
NDA 20,938 Summary Study Information - Japanese Controlied OA Studies

(107.129, 107.131)
Page 2

If you require any additional information that will assist in your review of the clinical data for
Mobic?, please:do not hesitate to give me a call at the number listed below.

Sincerely,

@L«\). WL/CQ""""

Alan V. McEmber
Senior Associate Director
Drug Regulatory Affairs
Phone: (203) 798-4366
Fax: (203) 791-6262

Desk Copies: Dr. Kent Johnson
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Dr. Robert DeLap, Director
Food and Drug Administration
Document Control Room N115
9201 Comorate Blvd.
Rockville, MD 20850

Atnention: Division of Anti-Inflammatory, Analgesic, and
Ophthalmic Drug Products (HFD-550)

Re: MOBIC® Tablets, 7.5 mg’ RESPONSE TO FDA
(meloxicam) RE ST FOR ORMATION
NDA 20-938 ‘ Safery Tables

Dear Dr. DeLap:

Reference is made to the teleconference held on January 28, 1999 b:rwveen Dr. Kent Johnson and the
following Boehringer Ingelheim scientists: Dr. Chet Wood, Dr. Daviu Hall, and Mr. Paul Roszko. In the ~
teleconference we agreed to run specific safety tables and efficacy tables for specific studies. Also
referenced is the fax sent to Dr. Kent Joknsor. on February 17, 1999 in which we provided an advanced
copy of the safety tables.

Pe: this request. the following executed safety tables are now officially being submitted to the NDA:

Tables A.1 and A.2: Contain two 6-month OA trials (107.063 and 107.045)

Tables B.1 and B.2: Contain two 3-month OA trials (107.099 and 107.181)

Tables C.1 and C.2: Contain two 4-week QA trials (107.153 and 107.154)

Tables D.1 and D.2: Contain two 6-week OA trials (107.044 and 107.043) and combined data
Tables E.1 and E.2: Contain one 3-week OA trials (107.042)

The efficacy tables you requested will be provided under a separate submission.

I will contact you within the next few days to discuss these tables.

Sincerel%', . mﬂ“\ ' B\Qm - -

Alan V. Mccmber
Associate Director, Drug Regulatory Affairs 3
Tel: (203) 798-4366
Fax: (203) 791-6262

3 \
A -

G:\DRA\Melcxicam\Amend003.doc
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Boehringer Ingetheim
Phamaceuticals, inc.
- a subsidiary of
February 26, 1999 Boehringer Ingelheim Corporation
e R 900 Ridgebury Rd.
T ’ P.O. Box 368 )
Ridgefield, Connecticut 06877

Robert DeLap, M.D., Director

Food and Drug Administration . X
Document Control Room N115
9201 Corporate Blvd. \QQ/L / \0\"\
Rockville MD 20850 . O\
| 2\
Re: Mobic® Tablets, 7.5 mg RESPONSE TO FDA REQUEST

(meloxicam) FOR INFORMATION;

NDA 20-938 Summary Efficacy Tables -
Attention: - Division of Anti-Inflammatory, Analgesic, and Ophthalmic Drug Products

(HFD-550) CDER .

Dear Dr. DelLap:

Reference is made to the conversation of January 28, 1999 between Dr. Kent Johnson of your
Division and Dr. Chet Wood, Dr. David Hall, and Mr. Paul Roszko of BIPI in which we agreed
to run specific safety and efficacy tables for specific studies. Also reference is made to the fax
sent to Dr. Kent Johnson on February 19, 1999 and February 24, 1999, in which we provided an
advanced copy of the efficacy tables. We are now officially submitting the following requested
executed efficacy tables to the NDA:

Trial 107.042, Three-Week, Double Blind, Placebo Control Study

Trial 107.043, Six-Week, Double Blind, Active Control Study

Trial 107.044, Six-Week, Double Blind, Active Control Study

Tnal 107.045, Six-Month, Double Blind, Active Control Study

Tral 107.063, Six-Month, Double Blind, Active Control Study

Trial 107.153, Four-Week, Double Blind, Active Control Study

Trial 107.154, Four-Week, Double Blind, Active Control Study

Trial 107.181, Three-Month, Double Blind, Placebo/Active Control Study

Please include this infonnatiqn in the file for NDA 20-938. -

G \DRAWMeloxicamNDA Communications$et0228s eficacy tadles.doc Telephoné. (203) 798-9988



Boehringer Ingelheim Pharmaceuticals, Inc.

Mobic® Tablets, 7.5 mg RESPONSE TO FDA REQUEST
(meloxicam) FOR INFORMATION:

NDA 20,938 . Summary Efficacy Tables

Page 2

Please note that previously, an advance copy of the requested safety tables were provided to Dr.
Jchnson by fax 61 February 17, 1999, followed by an official submission to the NDA on
February 19, 1999. At this point in time, all requests for safety and efficacy tables from the
January 28, 1999 telconference have been met.

Sincerely,

@M S V\«.ﬁ(._\
Alan V. McEmber
Senior Associate Director
Drug Regulatory Affairs
Phone: (203) 798-4366
Fax: (203) 791-6262

Desk Copy: Dr. Kent Johnson
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P.0. Box 368 -
Ridgefield, Connecticut a .
March 3,1999 - ~ - /,oeer(, ,,Fo%\‘
Dr. Robert DeLap ﬁ '{/4'? f
Food and Drug Administration Lt 441”::, ,
Document Control Room N115 Nl
9201 Corporate Blvd. : : ’?\3&%
: ‘ R
Rockville MD 20850 - e

Atention:  Division of Anti-Inflammatory, Analgesic, and Ophthalmic Drug Products

(HFD-550) CDER
Re: Mobic® Tablets, 7.5 mg RESPONSE TO FDA REQUEST ]
(meloxicam) FOR INFORMATION: )
NDA 20-938 Electronic NDA CMC Text Files T
ear Dr. DeLap: .

Reference is made to our meeting of February 8, 1999 in whxch Dr. Sue Ching Lin of your
Division requested electronic MS Word 97 files of the specifications, packaging component
description, synthesis flow chart, and description of the manufacturing procedure that were found
in Section 4 (CMC) of NDA 20-938. The NDA was submitted on December 15, 1998.

In response to this request, enclosed is a diskette containing the following files:

4.1 Drug Substance.doc (Linker Text)
4.2 Drug Product.doc (Linker Text) -
CMC Summary.doc (Application Summary) - :

These files should provide the relevant information useful to the written chemistry review.

Sincerely,

Alan V. McEmber

Senior Associate Director, ' -
Drug Regulatory Affairs

Phone: (203) 798-4366

Desk Copy: Dr.Lin
LCDR. Gunter
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Boehringer Ingelheim
Pharmaceuticals, Inc.

a subsidiary of
— T . Boehringer ingelheim Corporauon
_ March 9, 1999 ~ NN OORRESP ?g‘ggge;g&ry Rd.
* Nc Ridgefield, Connecticut 06877
Food and Drug Administration .
Document Control Room N115 .J*’g)w

9201 Corporate Blvd.

Rockvilie MD 20850 (\(\r//<

Attention: Robert DeLap, M.D., Director ‘
Division of Anti-Inflammatory, Analgesic, and ~ >
Ophthalmic Drug Products (HFD-550) CDER ’ T -

Re: Mobic® Tablets Response to FDA Request for Information

NDA 20-938 Summary Study Information - Taiwanese Controlled- -

OA Studies (107.196 and 107.213)

Dear Dr. Delap:

Per the contact of March 9, 1999 between Dr. Kent Johnson of your Division and me, we are now
providing copies of the following Taiwanese controlled DRAFT trial reports for studies:

107.196 Multicenter, Double-blind, Double-dummy, Randomized Trial of Patients
with Osteoarthritis. (Taiwan)

107.213 A 4 weeks, double-blind, parallel group, controlled study to compare the
efficacy and safety of Meloxicam (7.5mg) with Diclofenac sodium slow
release tablet (100mg) in patients with osteoarthritis of the knee. (Taiwan)

The Taiwanese studies, while clinically complete, are not administratively complete and ongoing
reconciliation of the data may quantitatively affect some results. It is not anticipated that there will
be qualitative changes that result from the ongoing reconciliation of the data from these studaes '
Appendicies are not yet available.

Telephone: (203) 798-9988



Boehringer Ingelheim Pharmaceuticals, Inc.

Re: Mobic® Tablets Response to FDA Request for Information
NDA 20-938 Summary Study Information - Taiwanese

Controlled OA Studies (107.196 and 107.213)
Page 2 '

If you require any additional information that will assist in your review of the clinical data for
Mobic®, please do not hesitate to give me a call at the number listed below.

Sincerely,

&QA’V\V. W

Alan V. McEmber
Senior Associate Director
Drug Regulatory Affairs
Phone: (203) 798-4366
Fax: (203) 791-6262

DESK COPY: Dr. Kent Johnson
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h{{' Pharmaceduticals, Inc.
R -- a subsidiary of
S Boehringer Ingetheim Corporation
diaad _ 900 Ridgebury Rd.
" - P.0O. Box 368
6. 1999 Ridgefield, Connecticut 06877 -
March 16,
| NEW CORRESP

Dr. Robert DeLap

Food and Drug Administration
Document Control Room N115 s v !
9201 Corporate Blvd. &

: \ 44
Rockville MD 20850 q\ AN
. . . .- - . ‘ /
Attention: Division of Anti-Inflammatory, Analgesic, and Ophthalmic Drug Products
(HFD-550) CDER
Re: Mobic® Tablets, 7.5 mg OTHER: Final Plan for Tour-Month Safety Update
(meloxicam) }
NDA 20-938

Dear Dr. DeLap:

Reference is made to the facsimiles dated February 3, 1999 and February 17, 1999 to Dr. Kent
Johnson and to the facsimile dated February 24, 1999 to LCDR. D’ Annie Guenter of your
Division in which we provided the proposed content and format for the four-month safety update.
This plan is now being submitted officially to the NDA file. This submitted plan differs from
the faxed version in that the list of trials is now finalized to what will be included in submission.
The table of contents is reordered to improve the flow of information in the submission. We
intend to follow the attached plan for the four-month safety update and submit it to the Divison
wround April 14, 1999. : ) -

'f you have any questions or comments, please feel free to contact me.

incerely,

o, m&\ T

\lan V. McEmber ‘

-enior Associate Director, _ -
drug Regulatory Affairs

*honz: (203) 798-4366
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Dr. Robert DeLa-;;: Difeé_tor - . ' Boehringer Ingelheim
Division of Anti-Inflammatory, Analgesic, and Pharmaceuticals, Inc.
Ophthalmic Drug Products (HFD-550) TR
Food and Drug Administration | i :‘:\\
Document Control Room N113 . TN
9201 Corporate Blvd. L ' \
Rockville, MD 20850 o
March 30, 1999
RE: MOBIC® Tablets
NDA 20-938 ~
OTHER: RESPONSE TO FDA REQUEST FOR INFORMATION: Alan McEmber
Toxicology: Rat Carcinogenicity Tumor/Monality Dataset © Telephone (203) 798-4366

Telefax (203) 791-6262 )
E-Mail amcember@bi;ﬁharm.com

Dear Dr. Delap . 900 Ridgebury Rd/P.O. Box 368
g Ridgefieid, CT 06877-0368
Reference is made to the teleconference of March 25, 1999 between
Mr. Anthony Zeccola, Dr. Constance Lewen, Dr. Laura Ly, and Dr. Jose Yang
ot vour Division and Dr. Horst Lehmann (Toxicology), Mr. Doug Ball
" (Toxicology). and myself of Boehringer Ingelheim Pharmaceuticals (BIPI). In
! the teleconference, BIPI agreed to provide to your Division on March 30, 1999,
! a diskette containing the rat tumor/mortality dataset. Enclosed is a copy of the
rat tumor mortality ASCII dataset which has been 100% quality controlled
checked against the source animal reports. Typographical errors have been ]
; corrected and the tumor-free animal data has been included in this version. We
| have separated the dataset into three files: 3805.FDA (tumor/mortality table
| file). 3805.0rg (organ code file), 3805.dig (diagnosis code file). These data
i replace that submitted to the NDA on December 15, 1998 Volume $, Page A.

As agreed in the teleconference of March 25, 1999, we will send you a diskette
of the mouse tumor/mortality dataset at the end of this week.

Please contact me with any further requests or comments at (203) 798-4366.

Sincerely.

—

(r
\:\-“\_"i‘ \ '\ v l .\,\&’Z_,\’/&/\

Alan V. McEmber
DRA Senior Associate Director

G./DRA/Meloxicam/NDA Communications/Mlet0330 carcinogenicity dataset



ORIGINAL 7

" NDA ORIG AMENDMENT
g

Dr. Robert DeLap, Director - . . o
Division of Anti-Inflammatory, Analgesic, and 7 A,
Ophthaimic Drug Products (HFD-550) A e g
food and Drug Administration t ARt A
Document Control Room N115 \ -aTa Lol

2201 Corporate Blvd. N
Rockville, MD 20850 N

RE: MOBIC® Tablets
NDA 20,938

THER: RE N v ‘ N:

Toxicoiogy Carcinogenicity/Reproductive Studies
Exposure Table Modification to Table 5.3.4.2:1

D22r Dr. Delz

.eference is made to the teleconference between vour Division and BIPI of
i lanuary 27, 1999 in which Dr. Jose Yang of vour Division discussed the need
sor an 2xposure table for the carcinogenicity and reproductive studies in
i o 2 dev. Further reference is made to the meeting between Dr. Yang,
LCDR. D’ Annie Gunter, and Dr. Abraham Varghese{ " Yand
myseii on February 8, 1999, in which we further discussed the exposure table.
' Reference is made to the facsimile to Dr. Constance Lewen, of your Division
dated March 24, 1999, in which we provided an advance copy of the exposure
data in mg m2°‘day. In that facsimile, we also included a-modified table
5.3.4.2:1 (Reference February 4, 1999: Volume 3.5, Page 165) to replace the

able provided in the NDA.

e are now providing you with a formal copy of the facsimile to you officially
ior th2 NDA files. Please contact me with any further requests or comments.

Sincerely,

_'\;\_é;_/‘\\,:‘- 1'\,&&—»\, —

e ——

L2 Vo NIcEmber
SRA Senior Associate Director

BiP_L'¥_NEDICALVOL\GROUPDIR\DRAWMeloxicam\NDA Communications'Modification 1o Table.doc

Boehringer
Ingetheim

Boehringer Ingelheim
Pharmazeuticals, Inc.

March 29,1999

Alan McEmber -
Telepnone (203) 798-4366

Telefax (203) 791-6262 -

£-Mail amcember@bi-pharm.corﬁ

900 Ridgebury R4/P.0. Box 368
Ridgefieid, CT 06877-0368

EIRAL

ey fr——
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Dr. Robert DeLap; Director - -

Division of Anti-Inflammatory, Analgesic, and
Ophthalmic Drug Products (HFD-550)

Food and Drug Administration

Document Control Room N115

9201 Corporate Blvd.

Rockville, MD 20850

Boehringer Inge'heim
Pharmaceuticats, Inc.

D)

/5 /---’ Aprnl 1, 1999

RE: MOBIC® Tablets

' . R"(‘ RYE™c 1maemy e
fdlinividin
NDA 20-938 ORIG AiZiidiiziy
L 213
Toxicology: Mouse Carcinogenicity Tumor/Mortality Dataset Alan McEmber
' ' - Telephone (203) 798-4366
Dear Dr. Delap < Telefax (203) 791-6262

E-Mail amcember@bi-pharm.com

Refcrence is made to the teleconference of March 25, 1999 between 900 Ridgebury Rd/P.O. Box 368
Mr. Anthony Zeccola, Dr. Constance Lewen, Dr. Laura Lu, and Dr. Jose Yang  Ridgefield. CT 06877-03¢68
of vour Division and Dr. Horst Lehmann (Toxicology), Mr. Doug Ball

(Toxicology), and myself of Boehringer Ingelheim Pharmaceuticals (BIPI). In

the teleconference, BIPI agreed to provide to your Division on April 1, 1999, a

diskette containing the mouse tumor/mortality dataset. Enclosed is a copy of

the mouse tumor/mortality ASCII dataset which has been 100% quality

controlled checked against the source animal reports. Typographical errors have

been corrected and the tumor-free animal data has been included in this version.

We have separated the dataset into three files: 4184.FDA (tumor/mortality table _

file), 4184.0rg (organ code file), 4184.dig (diagnosis code file). These data

replace that tumor/mortality data for the mouse submitted to the NDA on

December 15, 1998 Volume 1.5, Page A. Note that the high dose group had a

total of 100 animals with 51 being male and 49 being female mice.

Please note that we have submitted a separate dataset for the rat carcinogenicity
tumor. mortality data-on-March 30, 1999.

Please contact me with any further requests or comments at (203) 798-4366.
Sincerely,

( §z s A~V ng_\/

Alan V. McEmber

Desk Copy: Dr. Laura Lu
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Dr. Robert DeLap, Director
pivision of Anti-Inflammatory, Analgesic, and
Ophthalmic Drug Products (HFD-550)

Food and-Drug Administration

Document Control Room N115

9201 Corporate Blvd.

Rockville, MD 20850

MOBIC® Tablets
NDA 20-938

Additional Analyses for Trials 107.043, 44, 45, 63, 99, 181, 196, 213.

RE:

Dear Dr. Delap

Reierence is made to the facsimile dated March 29, 1999 from Dr. Kent
Joknson of vour Division in which he cumulatively summarized the additional
analyses requested for selected meloxicam trials. Reference is made to the
Bozhringer Ingelheim facsimile dated April 1, 1999, in which we provided an
aévance copy of the Q Statistic analyses on selected efficacy measures for the
mais 107.099, 181 (4 weeks), 196(dose corrected), and 213. Further reference
1s made to the Boehringer Ingelheim facsimile dated March 26, 1999, in which

. we provided an advance copy of the Q Statistic and rescue medications for the

mals 107.043, 44, 45, and 63 and the Q Statistic for 181 (3 months) and 196 (4

weeks). We are now following both facsimiles up with an official copy being -

submitted as an amendment to the NDA. Attached are the following:

Q Statistic analyses on selected efficacy measures with the rescue
medications for the following trials:

Trial 107.043: Six-week, double blind, active control, OA of hip

Tria] 107.044: Six-week, double blind, active control, OA of knee:

Trial 107.045: Six-month. double blind, active coatrol, OA hip and knee

Tnal 107.063: Six-month, double blind, active control, OA knee or hip

Tnal 107.181: Three-month, double blind, placebo control/active control,
. OA (Q at final visit - 3 months)

Q Statistic analyses on selected efficacy measures:

Triai 107.099: Three month. double blind, active control, OA hip (Q at 4 weeks and end trial)
T2 107.181: Three month. double blind, placebo control/active control, OA (Q at 4 weeks)
Tnal 107.196: Four week, double blind, active control, OA hip/knee (Q at 4 weeks) (dose

corrected)
Trial 197.213: Four week, double blind, active control, OS knee (Q at 4 wecks)

Boehringer
Ingelheim

Boehringer Ingelheim
Pharmaceuticals, Inc.

April 2, 1999

Alan McEmber
Telephone (203) 798-4366
Telefax (203) 791-6262

E-Mail amcember@pi-pharm.cam

900 Ridgebury Re/P.0. Bex 268
Ridgefieid, CT 06877-0368



, Boehringer
page 2 i Iml Ingelhelm

The information in this amendment addresses some, but not all of the requests
outlined in the March 29, 1999 facsimile from Dr. Kent Johnson. We will
respond to the remaining requests during the next few weeks.

Please contact me with any further requests or comments at (203) 798-4366.
Sincerely,

Alan V. McEmber

Desk Copy: Dr. Kent Johnson
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NDA ORIG AMENDMENT
Dr. Robert DeLap, Director C ._ J‘ Boehringer Ingelheim
Division of Anti-Inflammatory, Analgesic, and : Vicew W %y Pharmaceuticals, Inc.

Ophthalmic Drug Products (HFD-550)
Food and Drug Administration
Document Control Room N115

9201 Corporate Blvd.

Rockville, MD 20850

";._";':( C.7.99%%
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o

April 6, 1999
RE: MOBIC® Tablets

NDA 20-938
OTHER: RESPONSE TO FDA REQUEST FOR INFORMATION:
Toxicology: Mouse Carcinogenicity Tumor/Mortality Dataset; Additional Alan McEmber 3
Information _ Telephone (203) 798-4366
_ ' Telefax (203) 791-6262 -
Dear Dr. De]ap E-Mail amcember@bi-pharm.com

900 Ridgebury RA/P.O. Box 368
Reference is made to the April 1, 1999 amendment in which we provided a copy Ridgefield, CT 06877-0368
of the mouse tumor/mortality ASCII dataset which has been quality controlled
checked against the source animal reports. In this version, typographical errors
have been corrected and the tumor-free animal data has been added. Reference:
is made to the teleconference of April 6, 1999, between Dr. Constance Lewen
and Dr. Laura Lu of your Division and Mr. Doug Ball (Toxicology) and myself
of Boehringer Ingelheim Pharmaceuticals (BIPI). In the teleconference, Dr. Lu
noted that the diskette containing the mouse tumor/mortality dataset sent on
April 1, 1999 did not have the listing for the animal #429. This was an early
death animal which did not have a tumor and whose listing was inadvertently -
not transferred to the final dataset. The listing for the animal is now added in
this version.

Please contact me with any further requests or comments at (203) 798-4366.

Sincerely, .

&,CJL,J\ Vol | o
~ Alan V. McEmber

Desk Copy: Dr. Laura Lu
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Dr. Robert DeLap, Director

D.vision of Anti-Inflammatory, Analgesic, and
Ophthalmic Drug Products (HFD-550)

Food and Drug Administration

Document Control Room N115

9201 Corporate Blvd.

Rockville, MD 20850 :
. NEW CORRESP
RE: MOBIC Tablets .
NDA 20-938 /\KL

GENERAL CORRESPONDENCE: Response to Request for Information
Dear Dr. Delap

Reference is made to the Amendment dated April 2, 1999 which included

Additional Analyses for Trials 107.043, 44, 45, 63, 99, 181, 196, 213. Inthe

Amendment, the 356h form was unsigned. Enclosed is a copy of the signed
Form 356h for that amendment. )

Please contact me with any further requests or comments at (203) 798-4366.
Sincerely,

@.LLAV-VV\Q\

Alan V. McEmber

Boehringer Ingelheim
Pharmaceuticals, Inc.

April 8, 1999

Alan McEmber H
Telephone (203) 798-4386
Telefax (203) 791-6262 _

E-Mail amcember@bi-ptfarm.com

900 Ridgebury Rd/P.O. Box 368
Ridgefieid, CT 06877-0368
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Dr. Robert DeLap, Directer

Division of Anti-Inflammatory, Analgesic, and
Ophthalmic Drug Produets (HFD-550)

Food and Drug Administration

Document Control Room N115

9201 Corporate Blvd.

Rockville, MD 20850

Boehringer Ingelheim
Pharmaceuticals, Inc.

NEWCORRESP 16, 1995

e
A\
RE: MOBIC® Tablets N
NDA 20-938
Toxicology: Mouse Carcinogenicity Tumor/Mortality Dataset; Additional Alan McEmber
Information Telephone (203) 798-4366

Telefax (203) 791-6262 -
E-Mail amcember@bi-pharm.com

Dear Dr. Delap i

900 Ridgebury Rd/P.0. Box 368
Reference is made to the April 1, 1999 amendment in which we provided a copy Rideefieid. CT 06877-0368,
of the mouse tumor/mortality ASCI dataset which has been quality controlled
checked against the source animal reports. In this version, typographical errors
have been corrected and the tumor-free animal data has been added. Reference
is made to the teleconference of April 6, 1999, between Dr. Constance Lewen
and Dr. Laura Lu of your Division and Mr. Doug Ball (Toxicology) and myself
of Boehringer Ingelheim Pharmaceuticals (BIPI). In the teleconference, Dr. Lu
noted that the diskette containing the mouse tumor/mortality dataset sent on
April 1, 1999 did not have the listing for the animal #429. This was an early
death animal which did not have a tumor and whose listing was inadvertently
not transferred to the final dataset. The listing for the animal is now added in
this version. :

" Please contact me with any further requests or comments at (203) 798-4366.

Sincerely,

w—.ﬁw \K W——‘ - -
Alan V. McEmber

Desk Copy: Dr. Laura Lu




Boehringer
ll"l Ingelhelm

" ORIGINAL

Dr. Robert DeLap, Director

Division of Anti-Inflammatory, Analgesic, and
Ophthalmic Drug Products (HFD-550)

Food and Drug Administration

Document Control Room N113

9201 Corporate Blvd.

Rockville, MD 20850

Boehringer [ngelheim
Pharmaceuticals, Inc.

April 15,1999

. ' Alan V. McEmber
RE: MOBIC® Tablets NDA qu = ‘ "'j‘\! __)ﬂ ;F\H‘ Telephone (203) 798-4366
NDA 20-938 (/( Telefax (203) 791-6262
— E-Mail AMcEmber@bi-pharm.com
FOUR MONTH SAFETY UPDATE 900 Ridgebury RA/P.0. Box 368
Ridgefield, CT 06877-0368
Dear Dr. Delap, Telephone (203) 798-9988

Pursuant to 21 CFR 314.50(d)(5)(vi)(b), Boehringer Ingelheim Pharmaceuticals, Inc. is amending tre
above referenced NDA to provide updated safety information for MOBIC® (meloxicam) 7.5 mg
Tablets.

A\ Reference is made to two (2) telefaxes dated February 3, 1999 and, February 17,1999, and 3 )
BIPI’Aoency telephone conversations dated January 19, 1999, Pebmary 22, 1999, and February 24,
1999, in which we provided proposals for the content and format of this Four-Month Safety Update.

This safety update covers the period from the cut-off date for the OA NDA 20-938, through January 15,
1999. Based on the evaluation of safety data obtained during this review period. we propose that the
following adverse events be added to the “Adverse Reactions” section of the proposed label:

Jaundice ;
Leg Edema .
Interstitial nephritis :

Detailed discussions of the information supporting these proposed changes can be found in the
attached report.
Report Author/Title NDA Section

U99-3066  PautRoszko 9.0
Please incorporate this information into NDA 20-938 for meloxicam.

Smc..rely ,
/ / A\‘ H/\__‘

\l /
.r/"‘ Alan' V. McEmber
Senior Associate Director, DRA

G \DRA'Meioxicam'Htet0¢1 S 4 month saf updese jrs.doc
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Dr. Robert DeLap, Director

Division of Anti-Inflammatory, Analgesic, and
Ophthalmic Drug Products (HFD-550)

Food and Drug Administration

Document Control Room N115

9201 Corporate Blvd.

Rockville, MD 20850

Boehringer Ingelheim
Pharmaceuticals, Inc.

RE: MOBIC® Tablets Apnl 15, 1999

NDA 20-938

RESPONSE Tg' REQUEST FOR INFORMATION
Dear Dr. Delap,

_ Alan V, McEmber -
Reference is made to the February 3, 1999 submission in which we nrovided a CD-  Telephone (203) 798-4366
ROM of the electronic efficacy dataset for the trials 107.042, 043, 044, 045, 063,  Telefax(203)791-6262

153,154, and 181 E-Mail AMcEmber@bi-gharm.com
900 Ridgebury Ra/P.0. Box 368

Additional reference is made to the teleconference of April 7, 1999 between Dr. Ridgefield, CT 06877-0368

Laura Lu and Dr. Constance Lewin of the Division and the sponsor and Telephone (203) 798-9988

representatives from{” :,m which we discussed the need to provide a
revised, etficacy dataset layout for the US trial 107.181. We are now providing a
CD-ROM containing the revised electronic efficacy data set for the US Tral

107.181. As agreed, the following arttributes are included in the revised efficacy
data set.

a. Trial dataset is organized by patient with one record of each patient with the last
observation carried forward."

b. The treatment group is provided in the dataset.
“Other"” is clarified in the revised dataset.
d. The original formatted value in the revised dataset is provided with a codebook.

Please contact me if you have any further questions. - -

Sinc:rel?’. ' ORIG'NAL
2 S ‘

Alan V. McEmber
Senior Associate Director, DRA

Desk copy: Dr. Laura Lu
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Boehringer Ingelheim
:=z Pharmaceuticals, inc.
a subsidiary of
. _ i Boehringer Ingetheim Corporation
= = - 900 Ridgebury Rd.
P.O. Box 368
Ridgefieid, Connecticut 06877

April 16, 1999

Food and Drug Administration
Document Control Roomm N115
9201 Corporate Blvd.

Rockville MD 20850 1 |
§TERLIIRY L
Atention:  Dr. Veneeta Tandon s
Division of Anti-Inflammatory, Analgesic, and \“ e 7_’3‘;’>’
Ophthalmic Drug Products (HFD-550) CDER Hre g
Re: Mobic® Tablets DESK COPY -
NDA 20-958 Response to Request for Information -
Copy of Section 6 Technical Reports
Dear Dr. Tandon: E

’ Reference is made to the April 9, 1999 telephone discussion between you, Dr. Constance Lewin, Dr.
Jose Yang and Dr Tony Zeccola of the Division myself andf , ) in which you requested
a desk copy of specific technical reports photocopied at higher magnification. In agreement to our
discussion, we are now providing you desk copies of the following volumes photocopied at higher
magnification: 70-77.

These volumes are essentially the same, with the exception of the text magnification, as those
volumes submitted to the NDA in the February 4, 1999 amendment. We will provide you with desk
copies of the remainder of the reports in separate mailings over the next couple of weeks.

If vou require any additional information that will assist in your review, please do not hesitate to
give me a call at the number listed below.

- Sincerely,

b cdo Vgl ﬁ - |

Alan V. McEmber
Senior Associate Director
Drug Regulatory Affairs

Phone: (203) 798-4366
Fax: (203) 791-6262

VAUSMAINIGROUP $1Groups\REGAFFBOEHRING\WOA\D0GS 10 FDA 10 suppor NDA\SIIa0418b.doc . (203) 798-9988
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Dr. Robert DeLap, Director - Ingelheim
Division of Anti-Inflammatory, Analagesic, and
Ophthalmic Drug Products (HFD-550)

Food and Drug Administration

Docurnent Control Rsom NI15 -

9201 Corporate Blvd -

Rockville, MD 20850

Boehringer Ingelheim
Pharmaceuticals, Inc.

NDA ORIG ANVIENDMENS

RE: MOBIC® Tablets ‘* v
NDA 20-938

Apnl 16,1999
RESPOXNSE TO FDA REQUEST FOR INFORMATION :

Preclinical: Rat and Mouse Carcinogenicity Study — Body Weight, Organ
Weight and Food Consumption Data Set;

Alan McEmber
. : Sr. Associate Director
Dezr Dr. Delap - Drug Regulatory Affairs_

- . ) . Telephone 203/798-4366
elerence is made to the ASCII data set of the mouse and rat carcinogenicity studies Telefax 203/791-6262 _

proviced in the December 15, 1999 NDA located in Section 5. Further reference is i
made to the March 25, 1999 teleconference between Dr. Laura Lu, Dr. Jose Yang, Dr. 900 Ridgebury Rd/P.O. Box 363
Constznce Lewin and Mr. Tony Zeccola of your division and Boehringer Ingelheim in - Ridgefield, CT 06877-036€8
which we discussed providing a corrected version of the ASCII dara sets from the

mouse (U21-0332) and rat carcinogenicity (U92-0645) studies. Additional reference

1s mace 10 the March 30, 1999 and Apnl 6, 1999 submuissions in which we provided

ne corrected rumor 'mortality data sets from the rat study and the mouse study

respectvelv. We are now providing a copy of the diskettes containing the quality

conzo.-checked ASCII data sets of the body weight, organ weight and food

cons —m.on data from the rat and mouse carcinogenicity reports. Tvpographical

e:ors nave been corrected and each data set has been 100% venified by Boehringer

[ngeineim Pharma KG.

The foiiowing files are provided in the attached diskette: -

1. 3805_2FDA: Rat- Body Weight
Food Consumption
Organ Weight
. 4184_27DA: Mouse - Body Weight
—_ . Food Consumption
S Organ Weight

[§Y)

A tull paper copy of each of the ASCII files from this submission is attached to this
cover .2ner.

Floase comiact me with any further requests or comments at (203) 798-4366. O R l G‘ N A L

|

¥l

Sz

~cerziv,
Alan V. McEmber

Desk copy: Dr. Laura Lu



} OR]GH\JAL | I"l Boehringer
| |

P Ingelheim

-

T Roben DeLap, Difec“_’f ' Boehringer Ingelheim
Jivision of Anti-Inflammatory, Analgesic, and Pharmaceuticals, Inc.
Jphthalmic Drug Products (HFD-550) '
“ood and Drug Administration
Jocument Control Room N115

3201 Corporate Blvd.

ockville. MD 208350

April 22.1999

Meloxicam Tablets Response to FDA Request for Information
\DA 20-938 Carcinogenicity Data Tables

Alan V. McEmber
Telechone 203.798.4366
Teiefax 203.751.6262
ear Dr. DeLap: 3
900 Ricgebury Rd/P.0O. Box 368
Ricgefield. CT 06877-0368 *
Telechone (203) 798-9988

1

[2ferance is made to the teleconference of March 25, 1999 between your
Division ar*d Boehringer Ingetheim in which we discussed the mouse and rat
10;_ city datasets and study reports. In the discussion, you requested that
provide cl rification of tables 17/18 from those reports. Specifically. you
i a culated p-values listed by male and female animals. Please find the
ples attached to this lerter.
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“opies of these tables were submitted via facsimile to Dr. Laura Lu on April 21.
:999. -
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Aian \1cEmber
Sr. .-\:;ocmte Director
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April 23, 1999

Food and Drug Administration
Document Control Room N115
9201 Corporate Blvd.
Rockville MD 20850

Attention: . Dr. Jose Yang
Division of Anti-Inflammatory, Analgesic, and
Ophthalmic Drug Products (HFD-550) CDER

Re: Mobic® Tablets DESK COPY _ =
NDA 20-938 Response to Request for Information :
Copy of Section S Technical Reports
Dear Dr. Yang: .
\J Reference is made to the April 9, 1999 telephone discussion between you, Dr. Constance Lewin, Dr.
Veneeta Tandon and Dr Tony Zeccola of the Division myself and { ~lin which you

requested a desk copy of specific technical reports photocopied at higher magnification. In
agreement to our discussion, we are now providing you desk copies of the following volumes
photocopied at higher magnification: 44-49.

These volumes are essentially the same, with the exception of the text magnification, as those
volumes submitted to the NDA in the February 4, 1999 amendment. We will provide you with desk
copies of the remainder of the reports in separate mailings over the next couple of weeks.

If you require any additional information that will assist in your review, please do not hesitate to give
me a call at the number listed below. ' :

Sincerely,

L lednn”" | -

a({" Alan V. McEmber
Senior Associate Director _ .
Drug Regulatory Affairs
Phone: (203) 7984366
Fax: (203) 791-6262

1Groups\REGAFF\BOEHRING\NDADGCS to FDA (0 support NDAS!da0418a.doc ' Telephone: (203) 798-9988
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Dx"- RPben DeL_‘a__P{ D_i_re_ctor ) ' Boehringer Ingelheim
Division of Ant-Inflamimatdry, Analgesic, and Ophthzlmic Drug Products Pharmaceuticals, Inc.

Food and Drug Administration

Center for Drug Evaluation and Research (HFD- 550)
Document Contrel Room N115

9201 Corporate Blvd.

Rockville, MD 20850

June 10, 1999

Re: Mobic® (meloxicam) 7.5 mg Tablets
NDA 20-938

Alan McEmbe z
Other: Request for Information e

Senior Associate Director
Telephone (203) 798-4366
Telefax (203) 791-6262'

Dear Dr. DeLap: E-Mail Amcember@bj:pham.ccm

900 Ridgebury Rd/P.0. Box 368
Reference is made to the telefax sent to Dr. Constance Lewin on June 7, 1999,  Ridgefieid. CT 06877-0368
in which we requested clarification of the FDA case definition for clinically Telephone (203) 798-9988
relevant (serious) UGI Endpoints. Boehringer Ingelheim Pharmaceuticals, Inc.
(BIPI) is in the process of using the FDA case definition for clinically relevant
(serious) UGI endpoints to conduct additional analyses of meloxicam clinical
trials by a blinded independent review committee. Enclosed are our questions
and a copy of the FDA case definition.

Sincerely,

U/\_____
Alan V. McEmber
Senior Associate Director
Drug Regulatory Affairs

DUPLICATE _
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Dr. Robert DeLap, Director Boehringer Ingelheim
Division of Anti-Inflamrnatory, Analgesic, and Ophthalmic Drug Products Pharmaceuticals, Inc.
Food and Drug Administration

Center for Drug Evaluation and Research (HFD-5350)
Document Control Room N115

9201 Corporate Bivd. B0 Ads S 2ibNT

Rockville, MD 20850 . : ‘ "\

\ June 16, 1999

Re: Mobic® (meloxicam) 7.5 mg Tablets
NDA 20-938
Response to FDA Request for Information

Alan McEmber L
Senior Associate Director
Teleohcne (203) 798-+366
Teiefax (203) 791-6262 *

Dear Dr. DeLap: E-Mail Amcember@bi-gharm.com
500 Ricgebury R/P.O. Box 353

Reference is made to the telephone coriference call of May 14, 1999 between Ricgefield. CT 06877-C368

the Division of Anti-Inflammatory, Analgesic, and Ophthalmic Drug Products ~ 7e'ecncne (203) 798-3988

and Boehringer Ingelheim Pharmaceuticals, Inc., in which we discussed the

speciric comments generated by the Pharmacology reviewer, Dr. Josie Yang.

Further reference is made to the meeting of May 24, 1999 between the Division

and Dr. Wolfgang Neumann, Dr. Ray Stoll and myself in which we agreed to

provide examples of two revised toxicology reports for Dr. Josie Yang’s

evaluation. Enclosed are the revised reports entitled, ** Teratogenicity Study in

the Rabbit with the Substance UH-AC 62 XX, Segment II”", U82-0078, and -

Toxicity Study on UH-AC 62 XX in Mini-Pigs by Oral Application over a

period of 12 Months™, U92-0253.

I will contact Dr. Constance Lewin within the next couple of days to schedule a
teleconference to discuss the two study reports.

Sincerely, ' .-

W\JML

Alan V. McEmber
Drug Regulatory Affairs

Deosx Copies: Dr. Josie Yang
Dr. Constance Lewin (cover letter only)



DUPU CATE E:"-QN Boehringer

- e I"ll Ingelheim

"
-

Dr. Robert DeLap, Director Boehringer Ingelheim
Division of Anti-Inflammatory, Anatgesic, and Ophthalmic Drug Products Pharmaceuticals, Inc.
Food and Drug Administration

Center for Drug Evaluation and Research (HFD-550)
Document Control Room N115

9201 Corporate Blvd.

Rockville, MD 20850 NEW CORRESP

June 24, 1999

Re: Mobnc@ (meloxicam) 7.5 mg Tablets
-NDA 20-938
Response to FDA Request for Information' Electronic Copy

Dear Dr. DeLap: ::?o?:i:::arte Digector
Telephone (203) 798-4366
Reference is madde to our “Response to FDA Request for Information™ Telefax (203) 791-§262
submission filed to this NDA on June 16, 1999, in which we provided paper E-Mail Amcember@bi-pharm.carm
copies of two revised toxicology reports entitled “Teratogenicity Study in the 900 Ridgebury Ra/P.0. Box 368
Rabbit with the Substance UH-AC 62 XX, Segment IT"", U82-0078, and Ridgefield. CT 06877-0368
Toxicity Study on UH-AC 62 XX in Mini-Pigs by Oral Application over a Telephone (203} 798-9988

penod of 12 Months”, U92-0253.
Enclosed is an electronic copy of only the text portion of these revised reports.

Also enclosed is a revised replacement Page 4a for report U92-0253, which

includes Table 18: Female Individual Animal Body Weights. This table was -
inadvertently omitted from the Table of Contents of this report submitted on-

June 16, 1999.

Sincerely,

@Qa v Ve _
Alan V. McEmiber +
Drug Regulatory Affairs

Desk Copy: Dr. Josie Yang

G:\DRAWMeloxicam\Slettoxdisk 0623.doc
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- . ORIG AMENDAMENT

Dr. Robert DeLap, Director %-/ Z——-‘

Division of Anti- Inflammator‘v Analgesic, and Boehringer Ingelheim
Ophthalmic Drug Products (HFD-3550) ' Pharmaceuticals Inc.
Food and Drug Administration
Document Control Room N115

9201 Corporatz Blvd V5 ‘
Rockville, MD 20850 - /4

Mobic® (meloxicam) 7.5mg Tablets ” R
\DA 20-938 ' L Jul‘v 01,1999
RESPONSE TO FDA REQUEST FOR INFORMATION e f,f/

Dear Dr. DeLap:

Alan McEmber, M.S, -

Raference is made to the meeting between your Division and Boehrir
0 the m em"b ny Division and Boehri ger Telephone 203-798-43€6

In g_e!h‘eim' on May 24, 1999, in w{u’ch a request was made for additicnal Telefax 203-791-6262 _

statistical analvses for the rat carcinogenicity study U92-0645. E-Mail Amcember@bi-pharm.com
900 R*4gebury Rd/P.Q. 80»368

Atntached is the final report containing the -analyses. [n.addition, separately Ricgefield, CT 06877-0365

ariached is a summary page entitled, “Table A: Statistical Summary of Specific  Télephone (203) 7989988

Tumor Incidence in Sprague-Dawley Rats Administered UH-AC 62XX (BI
study report L92-0645).” This table combines Tables 1, 2, 3 and 4 from the
ariached report into one summary table.

[T vou have any questions, please do not hesitate to contact me.

. Sincerely.

G Ca b hge

* Alan McEmber. M.S.
j Senior Associate Director
: Drug Regulatory Affairs

I

L

o - < - o~
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Dr. Robert De.Lap. Director.- .- Boehringer Ingelheim
Division of Anti-Inflamimatory, Analgesic, and Pharmaceuticals Inc.
Ophthalmic Drug Products (HFD-550)

Food and Drug Admunistration CAIG AMENDMENY

Document Control Room N115 6{’ July 7, 1999

9201 Corporate Blvd. LA =

Rockville, MD 20850 ' ;‘/f/?\\
R

Mobic® {meloxicam) 7.5 mg Tablets ¢ ppely
NDA 20-938 iy Sy O

RESPONSE TO FDA REQUEST FOR INFORMATION: Additional Statistical Analyses
from mouse carcinogenicity study U91-0333 (paper/electronic copy); Additional Statistical
Analyses from rat carcinogenicity study U92.0645 (electronic copy).

Alan McEmber
Dear Dr. DeLap: : Senior Associate Director
. Telephone (203) 798-4366 -,
. . : o . Telefax (203) 791-6262
Reference is made to the meeting between your Division and Boehringer E-Mail Amcember@bi-pharm.com

Ingelheim on May 24, 1999, in which a request was made for additional

statistical arfalyses to be conducted for the mouse carcinogenicity study U91- 900 Rigeoury Ra/P.0. Sox 368

0333 Ridgefield, CT 06877-0368
S ' Tetephone (203) 798-9988

Attached is the final report containing the analyses. In addition, separately
atiached i1s 2 summary page entitled, “Table A: Statistical Summary of Specific
Tumor Incidence in Mice Administered UH-AS 62xx (BI study/report U91-
332). This table combines Tables 1, 2, 3 and 4 from the attached report into
one summary table. Also attached is an electranic copy of the tables from this

report. ' -

Reference is made to our “Response to FDA Request for Information”
submission filed to this NDA on July 1, 1999, in which we provided a paper
copy of the final report of the rat carcinogenicity study U92-0645 containing the
additional statistical analyses requested by Dr. Josie Yang in a meeting on May
24,1999. Auached is an electronic copy of the tables from this report.

Sincerely,

CQ_Q@"\ \ /\/ y -
Alan McEmber |
Senior Associate Director

Drug Regulatory Affairs

Desk Copy: Dr. Josie Yang

G/DRA/Meloxicam\9ietdiskstatanly064s
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OAIG AMENDMENT

Division of Anti-Inflammatory, Analgesic, and Pharmaceuticals Inc.
Ophthalmic Drug Preducts (HFD-550)

Food and Drug Administration

Document Control Room N113 ’ July 8, 1996
9201 Corporate Blvd. .

Rockville, MD 20850

. . s / .
Dr. Robert DeLap, Director Q (:3 Boehringer ingelheim

Mobic® (meloxicam) 7.5 mg Tablets

NDA 20-938 {:‘
RESPONSE TO FDA REQUEST FOR INFORMATION: Population Kinetics - PK - ’é", .
NONMENM Electronic Data Set from Studies 107.014, 107.030, and 107.036. '_ i_:, .
Dear Dr. DeLap: ¢ Alan McEmber
Senior Associate Director™

. , . . : : Teiephone (203) 758-4366
Reference is made to the facsimule transmission record dated July 1, 1999, in Ti,:,a:‘;;n 16260 =
which it was requested to provide additional electronic data sets from selected  g-mail Amcember@bi-prarm.com
studies. Regardmg thg PK data set from studies 107.0}4, 107.030, and 107.036, 500 Ridgebury RC/P.0. oy 268
attached is an electronic copy of thef Hata files, control files and the  gucupeig o7 0ca77-03¢2
output files used for report U97-2656. Additionally, attached is a guide to the Teieshone (203 786-3328

catasets followed by a print-out of the datasets. The PD files will be submitted
to you under a separate amendment.

Dr. Veneeta Tandon may contact Dr. John Sabo with any technical questions
regurding the data set at (203) 798-3355.

Sincerely,

C"-‘O\M\'.W

Alan McEmber
Senior Associate Director
Drug Regulatory Affairs

n

Desk Copy: Dr. Veneera Tandon | - -

: C-“DRA/Menoxicam\9icwisuuunlyous
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Dr. Robert DeLap, Director™ - - Boehringer Ingelheim
Division of Anti-Inflammatory, Analgesic, and Ophthalmic Drug Products Pharmaceuticals, inc.
Food and Drug Administration

Center for Drug Evaluation and Research (HFD-550)

Document Control Room N115

9201 Corporate Blvd.

Rockville, MD 20850 . m AMENDMENT
July 12, 1999

Re: Mobic® (meloxicam) 7.5 mg Tablets
NDA 20-938
Response to FDA Request for Information

Alan McEmber -

Dear Dr. DeLap: . Senior Associate Director

. Telephone (203) 798-436€
Reference is made to the telephone conference call of May 14, 1999 between Telefax (203)791-6262
the Division of Anti-Inflammatory. Analgesic, and Ophthalmic Drug Products &M@ Amcember@airpnafin. 2=
and Boehringer Ingelheim Pharmaceuticals, Inc., in which we discussed the 900 Ridgedury Rd/P.C. Box 3¢8
specific comments generated by the Pharmacology reviewer, Dr. Josie Yang. Ricgefieid. CT 06877-0368

Funther reference is made 10 the meeting of May 24, 1999 between the Division  T¢/e°hone (203 798-558¢
and Dr. Wolfgang Neumann, Dr. Ray Stoll and myself in which we agreed to

provide revised toxicology reports for Dr. Josie Yang's evaluation.

Attached is a revised report entitled “Teratogenicity Study with the Substance

UH-AC 62 XX in Rats, Segment II (Test of Organogenesis)”, U82-0079. Also

attached is an electronic copy of the text portion of the report. |

Sincerelyv

Gl v
Alan V. McEmber
Drug Regulatory Affairs

Desk Copy: Dr. Josie ¥ang

G DRAMeloxicam\9lettax820079.doc
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Dr. Robert DeLap, Director
Division of Anti-Inffammatory, Analgesic, and
Ophthalmic Drug Products (HFD-550)

Food and Drug Administration

Document Control Room N115

9201 Corporate Blvd.

Rockville, MD 20850

Mobic® (meloxicam) 7.5 mg Tablets
NDA 20-938

RESPONSE TO FDA REQUEST FOR INFORMATION: PD Electronic Data Set from

Studies 107.014, 107.030, and 107.036.

Dear Dr. DeLap:

Reference is made to the facsimile transmission record dated July 1, 1999, in
which it was requested additional electronic data sets from selected studies.
Regarding studies 107.014, 107.030, and 107.036, attached is a copy of the PD

electronic data set.
Sincerely.

o

O iV e~
Alan McEmber

Senior Associate Director
Drug Regulatory Affairs

Desk Copy: Dr. Veneeta Tandon

G/DRA/Meloxicam\9letdiskstataniy0645

&\ Boehringer
II"I Ingelheim

Boehringer Ingetheim
Pharmaceuticals Inc.

July 16, 1999

Alan McEmber <
Senior Associate Director ~
Telephone (203) 798-4366 _
Telefax (203) 791-6262
E-Mail Amcember@bi-phagm.com

" 900 Ridgebury Rd/P.O. Box 368
Ridgefieid. CT 06877-0368
Telephone (203) 798-9988
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Dr. Karen Midthun,Director - a’{/\
Division of Anti- Inﬂammatorv Analgesic, and Ophthalmic Dru roducts ¢

Food and Drug Administration
Cznier for Drug Evaluation and Research (HFD-550)
Document Control Room N113
2201 Corporate Bivd.
Roonville, MD 208350

Boehringer Ingeiheim
harmaceuticals, Inc.

Iul\ 23,1999

Re: Mobic® (meloxicam) 7.5 mg Tablets
NDA 20-938
Response to FDA Request for Information

Alan McEmber

Dear Dr. Midthun: Senior Associate Director .

' Teiephone (203; 798-6366
Rererence is made to the telephone conference call of May 14, 1999 between Telefax (203775262
e D vision of Anti-Inflammartory, Analgesic, and Ophthalmic Drug Producis it Ameemse:@oi- -pharm.cm

nd Boehringer Ingelheim Pharmaceuticals. Inc., in which we discussed the 00 Ridgexury Re/P.0. Box 368

specitic comments generated by the Pharmacology reviewer, Dr. Josie Yang. “'Eﬁe"? cee
Further rercrenge is made to the meeting of May 24. 1999 between the Division ruephone (203 798-9988
-nd Dr. Wolfgang Neumnann. Dr. Ray Stoll and myself in which we agreed to

“l

rovnde ravisad toxicology reports for Dr. Josie Yang's evaluation.
~itacned is a revised report entitled “Chronic Toxxcxtv Study of UH-AC 62 XX
= Ruets Foilowing Oral Admunistration over a Period of 26 weeks.”

Also attached is an electronic copy of the text portion of the report. .

 Sincersiy

/. .
Ala \'. McEmber
* Drug Regzulatory Affairs

- Desk Copy: Dr. Josie Yang?

. 5 ODRA Melornicami9lettox 820079 doc
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Food and Drug Administration R
Division of Anti-Inflammatory, Analgesic, and
Ophthalmic Drug Products (HFD-550)
Document Control Room N115

9201 Corporate Blvd.

Rockville, MD 20850

Attention: Karen Midthun, MD, Acting Director
Division of Anti-Inflammatory, Analgesic and Ophthalmic Drug

Products (HFD 550) .

MOBIC (meloxicam) 7.5 mg Tablets
NDA 20-938 :
CMC Amendment / Response to FDA Request for Information

Dear Sir or Madam:

Please amend Section 4.0 CHEMISTRY of our NDA with the following
chemistry, manufacturing and controls (CMC) information:

Section 4.1.9  Drug Substance Controls .
Section 4.1.9.2 Specifications and Test Methods
(Original NDA Vol. 1.2 pages 43 - 44) ‘

-~
.

In our original submission we listed both a.r‘___ﬁ_AHiPLC assay method and a
{ \assay method in the specifications for meloxicam drug

substance. Reference is made to the telephone message dated July 20, 1999,
from Dr. Sue-Ching Lin, Review Chemist, to Alan McEmber, in which Dr. Lin
requested that one regulatory assay method be designated.

We agree to designate th _ TPLC assay method as the regulatory
method, and to consider th y method as an
alternate method. Enclosed in this amendment is a revised Section 4.1.9.2,
where TABLE 4.1.9.2:1 is amended accordingly.

Boehringer
Ingelheim

Boehringer Ingeihetm
Pharmaceuticals Inc.

July 28, 1999

Alan V. McEmber

Telephone 203-798-4366 =
Telefax 203-791-6262

E-Mail amcember@rdg.boghringer-
ingelheim.com

900 Ridgebury Rd/P.O. Box 368
Ridgefield, CT 06877-0368
Telephone (203) 798-9988
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In our original submission, the analytical methods for testing meloxicam were incorporated by
reference to the document “Drug Substance Testing Specifications for Meloxicam (UH-AC 62 XX)
| {for
meloxicam. At Dr. Lin’s request in a telephone conversation dated July 20, 1999, Section 4.1.9 is
also revised to physically include a copy of this document. ‘

Section 4.2.4 Name and Address of Manufacturer
Section 4.2.4.2 Packaging, Labeling and Final Product Release
(Original NDA Vol. 1.2, page 151)

Enclosed in this amendment is a revised Section 4.2.4.2 in which the following sentence is deleted:
“MOBIC Tablets will be distributed by Boehringer Ingelheim Pharmaceuticals, Inc. (BIPI).”
Identification of the distributor is not specifically required in the CHEMISTRY section of our
NDA. We would prefer not to mention the distributor in order to avoid the need to maintain this
section with current information as distribution agreements chang:. -

Section 4.2.6  Drug Product Controls
Section 4.2.6.2 Specifications and Test Mthods
(Original NDA Vol. 1.2, pages 212-215)

Reference is made to the FDA Biopharmaceutics and Chemistry Information Request dated July
19, 1999 (facsimile, copy attached), in which FDA recommended that the dissolution specification
be changed to eithe§ ' ————— | We agree to tighten the
dissolution specification for MOBIC Tablets t§ _ )

In a July 22, 1999, telephone discussion with Dr. Lin, she requested that the tabulation of the drug
product specifications in Section 4.2.6.2 be organized differently to show the regulatory
specifications more clearly differentiated from the internal controls, and to more clearly identify
which tests are performed only on stability.

According to Dr. Lin’s request, enclosed in this amendment is a revised Section 4.2.6.2, in \\.rhich
TABLE 4.2.6.2:1 presents the regulatory specifications amended with the tightened dissolution
specification, and a separate TABLE 4.2.6.2:2 presents the internal non-regulatory controls.

BIPKG’s Testing Specification Nuniber 1015715-008R-03 will be re-issued under a new document

number with the revised dissolution specification of___ ) For purposes of this
amendment, this revised specification is shown as hand-written notations on the docuihient.
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Section 4.2.9.2 Accelerated and Long Term Stability Studies
Section 4.2.9.3 Proposed Storage Conditions and Expiry Dating
(Original NDA Vol. 1.3, pages 43-44, pages 64 - 104)

Enclosed in this amendment is an updated stability report, Stability Report UH-AC 62 XX tablets
7.5/180 mg (T1482-03-03-04), with twenty-four (24) months stability data for MOBIC Tablets
stored at the long-term 25°C “htorage condition, in both bottle and blister package systems.
Also included in this report are twenty-four (24) months stability data for the blister-packaged
tablets stored at the intermediate condition 30°C

Please note that this updated stability report was written prior to FDA’s request to change the
dissolution specification and therefore, the report still contains the originally proposed dissolution
specification off "} Following is an assessment of the dissolution results
versus the revised dissolution specification o] '

g bottles with induction seal and desiccant, 30 and 100 count:

The results for tablets stored at 40°C(;;:X3 and 6 months) retrospectively fail the new
specification in most cases for stage I dissolution testing. But at the time the batches were tested,
the dissolution specification was lower and it was met by the k____\__}data So, according to
the USP requirements, only 6 tablets were tested.

However, if stage 2 testing had been carried out, it is highly probable that the results would have

complied with the specificatiorf__ ) Mean values of 78.8% to 83.8%, and no
individual below 77.0%, were observed for the three NDA batches ¢ 130 and 100 count)
stored ati 5

The results obtained for tablets stored at 25°CCj:) for up to 24 months usually meet stage 1
requirements. Although a few individual values are slightly below 80%, the batches would have
easily passed stage 2 requirements if additional testing had been performed.

Based on these data, we propose a revised expiration dating period of 30 months for tablets
packaged in[__ Jbottles/ 30 and 100 count.

= =
As previously reported, the results for ablets stored af failed the stage T
requirements based on the specification_ Therefore, testing was initiated at
30¢

The results obtained for tablets stored at 30°d Yor up to 18 months fail the new
specificatiod for stage 1. However, for stage 2 they would likely meet the new



